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CURRENT MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP) / 
AND CURRENT DISCOVER FILE IS DATED 19 DECEMBER 2005. 
V8.0 AND V8.01 USERS CAN OBTAIN THE UPGRADE TO V8.01a AT 
http: //download. cas . org/express/v8 . 0 -Discover/ 
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Dear valued STN customer, 



In an effort to enhance your experience with STN, we would 
like to better understand what you find useful. Please take 
approximately 5 minutes to complete a web survey. 

If you provide us with your name, login ID, and e-mail address, you 
will be entered in a drawing to win a free iPod(R) . Your responses 
will be kept confidential and will help us make future improvements 
to STN. 

Take survey : http : //www . zoomerang . com/ survey . zgi?p=WEB22 5 9HNKWTUW 
Thank you in advance for your participation. 
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L2 ANSWER 1 OF 10 MEDLINE on STN 

TI Sequence- specific peptide aptamers, interacting with the intracellular 
domain of the epidermal growth factor receptor, interfere with Stat3 
activation and inhibit the growth of tumor cells. 

AB Receptor tyrosine kinases of the epidermal growth factor (EGF) receptor 
family regulate essential cellular functions such as proliferation, 
survival, migration, and differentiation but also play central roles in 
the etiology and progression of tumors. We have identified short peptide 
sequences from a random peptide library integrated into the 
thioredoxin scaffold protein, which specifically bind to the 
intracellular domain of the EGF receptor (EGFR) . These molecules have the 
potential to selectively inhibit specific aspects of EGF receptor 
signaling and might become valuable as anticancer agents. Intracellular 
expression of the aptamer encoding gene construct KDI1 or introduction of 
bacterially expressed KDI1 via a protein transduction domain into 
EGFR -expressing cells results in KDI1.EGF receptor complex formation, a 
slower proliferation, and reduced soft agar colony formation. Aptamer 
KDI1 did not summarily block the EGF receptor tyrosine kinase activity but 
selectively interfered with the EGF-induced phosphorylation of the 
tyrosine residues 845, 1068, and 1148 as well as the phosphorylation of 
tyrosine 317 of p46 She. EGF-induced phosphorylation of Stat3 at tyrosine 



SINCE FILE TOTAL 
ENTRY SESSION 
0.21 0.21 



705 and Stat 3 -dependent transact ivat ion were also impaired. Transduction 
of a short synthetic peptide aptamer sequence not 

embedded into the scaffold protein resulted in the same impairment of 
EGF-induced Stat3 activation. 
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DOCUMENT NUMBER: 
TITLE: 
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PUB. COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE : 
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ENTRY DATE: 



200344 0696 MEDLINE 
PubMed ID: 128428 95 

Sequence-specific peptide aptamers, interacting with the 
intracellular domain of the epidermal growth factor 
receptor, interfere with Stat3 activation and inhibit the 
growth of tumor cells. 

Buerger Claudia; Nagel-Wolfrum Kerstin; Kunz Christian; 
Wittig Ilka; Butz Karin; Hoppe-Seyler Felix; Groner Bernd 
Georg Speyer Haus, Institute for Biomedical Research, Paul 
Ehrlich Strasse 42, D-60596 Frankfurt am Main, Germany. 
The Journal of biological chemistry, (2003 Sep 26) Vol. 
278, No. 39, pp. 37610-21. Electronic Publication: 
2003-07-02. 

Journal code: 2985121R. ISSN: 0021-9258. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200311 

Entered STN: 23 Sep 2003 

Last Updated on STN: 18 Dec 2 003 

Entered Medline: 17 Nov 2003 



L2 ANSWER 2 OF 10 MEDLINE on STN 

TI Inhibition of an activated Ras protein with genetically selected peptide 
aptamers . 

AB Mutant alleles of Ras maintain an activated, GTP-bound conformation and 

relay mitogenic signals that cannot be turned off. A genetic selection in 
Saccharomyces cerevisiae was used to identify peptide aptamers that 
suppress the growth arrest phenotype of an activated Ras allele. Peptide 
aptamers were expressed as C-terminal fusions to glutathione-S- 
transf erase. Modifications that alter the coding capacity of the 
peptide aptamer indicate it is necessary for Ras2-Vall9 

suppression. Aptamer expression also reduces the elevated levels of cAMP 
and suppresses the heat shock sensitivity characteristic of Ras-activated 
yeast cells. The peptide aptamer retains suppressor 
activity when fused to thioredoxin. The peptide 

aptamer expression strategy described here indicates that aptamers 
presented as unconstrained peptides have functional capacity in vivo. 
Copyright 2003 Wiley Periodicals, Inc. Biotechnol Bioeng 82: 38-46, 2003. 
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2003058408 MEDLINE 
PubMed ID: 12569622 

Inhibition of an activated Ras protein with genetically 
selected peptide aptamers. 

Kurtz Stephen E; Esposito Kim; Tang Weimin; Menzel Rolf 
Department of Immunology, Veterans Affairs Medical Center, 
Portland, Oregon 97201, USA., skurtz@qwest.net 
Biotechnology and bioengineering, (2003 Apr 5) Vol. 82, No. 
1, pp. 38-46. 

Journal code: 7502021. ISSN: 0006-3592. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200309 

Entered STN: 6 Feb 2003 

Last Updated on STN: 28 Sep 2003 

Entered Medline: 26 Sep 2 003 
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10 MEDLINE on STN 

genetic agents from random peptide aptamer 

ibraries . 

2001127545 MEDLINE 
PubMed ID: 11075346 

Selection of genetic agents from random peptide 
aptamer expression libraries. 
Geyer C R; Brent R 

Molecular Sciences Institute, Berkeley, California 94704, 
USA. 

Methods in enzymology, (2000) Vol. 328, pp. 171-208. 
Journal code: 0212271. ISSN: 0076-6879. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200102 

Entered STN: 22 Mar 2 001 

Last Updated on STN: 22 Mar 2001 

Entered Medline: 22 Feb 2 001 
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ANSWER 4 OF 10 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on STN 
Sequence-specific peptide aptamers, interacting with the intracellular 
domain of the epidermal growth factor receptor, interfere with Stat3 
activation and inhibit the growth of tumor cells. 

Receptor tyrosine kinases of the epidermal growth factor (EGF) receptor 
family regulate essential cellular functions such as proliferation, 
survival, migration, and differentiation but also play central roles in 
the etiology and progression of tumors. We have identified short peptide 
sequences from a random peptide library integrated into the 
thioredoxin scaffold protein, which specifically bind to the 
intracellular domain of the EGF receptor (EGFR) . These molecules have the 
potential to selectively inhibit specific aspects of EGF receptor 
signaling and might become valuable as anticancer agents. Intracellular 
expression of the aptamer encoding gene construct KDI1 or introduction of 
bacterially expressed KDI1 via a protein transduction domain into 
EGFR- expressing cells results in KDI IcntdotEGF receptor complex formation, 
a slower proliferation, and reduced soft agar colony formation. Aptamer 
KDI1 did not summarily block the EGF receptor tyrosine kinase activity but 
selectively interfered with the EGF- induced phosphorylation of the 
tyrosine residues 845, 1068, and 1148 as well as the phosphorylation of 
tyrosine 317 of p46 She. EGF-induced phosphorylation of Stat3 at tyrosine 
705 and Stat3 -dependent transact ivat ion were also impaired. Transduction 
of a short synthetic peptide aptamer sequence not 

embedded into the scaffold protein resulted in the same impairment of 
EGF-induced Stat3 activation. 
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2003:542884 BIOSIS 
PREV200300546950 

Sequence-specific peptide aptamers, interacting with the 
intracellular domain of the epidermal growth factor 
receptor, interfere with Stat3 activation and inhibit the 
growth of tumor cells. 

Buerger, Claudia; Nagel- Wolf rum, Kerstin; Kunz, Christian; 
Wittig, Ilka; Butz, Karin; Hoppe-Seyler , Felix; Groner, 
Bernd [Reprint Author] 

Georg Speyer Haus, Institute for Biomedical Research, Paul 
Ehrlich Strasse 42, D-60596, Frankfurt am Main, Germany 
groner@em . uni - f rankf urt . de 

Journal of Biological Chemistry, (September 26 2003) Vol. 

278, No. 39, pp. 37610-37621. print. 

CODEN: JBCHA3. ISSN: 0021-9258. 

Article 

English 



ENTRY DATE: 



Entered STN : 19 Nov 2003 

Last Updated on STN: 19 Nov 2003 



L2 ANSWER 5 OF 10 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on STN 
TI Inhibition of an activated Ras protein with genetically selected peptide 
aptamers . 

AB Mutant alleles of Ras maintain an activated, GTP-bound conformation and 

relay mitogenic signals that cannot be turned off. A genetic selection in 
Saccharomyces cerevisiae was used to identify peptide aptamers that 
suppress the growth arrest phenotype of an activated Ras allele. Peptide 
aptamers were expressed as C-terminal fusions to glutathione-S- 
transf erase. Modifications that alter the coding capacity of the 
peptide aptamer indicate it is necessary for Ras2-Vall9 

suppression. Aptamer expression also reduces the elevated levels of cAMP 
and suppresses the heat shock sensitivity characteristic of Ras-activated 
yeast cells. The peptide aptamer retains suppressor 
activity when fused to thioredoxin. The peptide 

aptamer expression strategy described here indicates that aptamers 
presented as unconstrained peptides have functional capacity in vivo. 
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2003:182129 BIOSIS 
PREV200300182129 

Inhibition of an activated Ras protein with genetically 
selected peptide aptamers. 

Kurtz, Stephen E. [Reprint Author] ; Esposito, Kim; Tang, 
Weimin; Menzel, Rolf 

Department of Immunology, Veterans Affairs Medical Center, 
Portland, OR, 97201, USA 
skurt z@qwest . net 

Biotechnology and Bioengineering, (April 5 2003) Vol. 82, 

No. 1, pp. 38-46. print. 

CODEN: BIBIAU. ISSN: 0006-3592. 

Article 

English 

Entered STN: 9 Apr 2003 

Last Updated on STN: 9 Apr 2003 
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DOCUMENT TYPE: 
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10 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on STN 
inositol 3-kinase and Ras: Searching for peptide aptamers. 

2002 :411383 BIOSIS 

PREV200200411383 

Phosphatidyl inositol 3-kinase and Ras: Searching for 
peptide aptamers. 
Choy, C. P. [Reprint author] 
Piano Senior High School, Piano, TX, USA 
AAAS Annual Meeting and Science Innovation Exposition, 
(14-19 February, 2002) Vol. 168, pp. A72 . print. 
Meeting Info. : Annual Meeting of the American Association 
for the Advancement of Science. Boston, MA, USA. February 
14-19, 2002. 
Conference ; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 31 Jul 2 002 

Last Updated on STN: 23 Sep 2002 



L2 ANSWER 7 OF 10 WPIDS COPYRIGHT 2006 THE THOMSON CORP on STN 

TI New LIM2 inhibitor of LM02 , useful in preparing a medicament for the 

prophylaxis and/or treatment of a condition, e.g. tumor formation, tumor 

metastasis, inflammation, LM02 mediated T-cell leukemia or diabetic 

retinopathy. 
AN 2005-333431 [34] WPIDS 
AB WO2005039613 A UPAB: 20050527 

NOVELTY - An LIM2 inhibitor which is capable of binding to the LIM2 domain 



of LM02 (LIM Domain only 2) and inhibiting the functional activity of 
LM02, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 

(1) nucleic acid encoding an anti-LM02 antibody (LIM2 inhibitor) 
described above; 

(2) a vector comprising the nucleic acid; 

(3) a host cell comprising the vector; 

(4) a composition comprising one or more LIM2 inhibitors described 
above and a pharmaceutical carrier, diluent or excipient; and 

(5) a method for the prophylaxis and/or treatment of any one or more 
conditions comprising administration to an individual the one or more LIM2 
inhibitors described above. 

ACTIVITY - Cytostatic; Antiinflammatory; Antidiabetic; 
Ophthalmological . 

No biological data given. 
MECHANISM OF ACTION - None given. 

USE - The LIM2 inhibitor or composition is useful for inhibiting the 
functional activity of LM02 or in preparing a medicament for inhibiting 
the functional activity of LM02 or a medicament for the prophylaxis and/or 
treatment of one or more conditions, e.g. tumor formation, tumor 
metastasis, inflammation, LM02 mediated T-cell leukemia or diabetic 
retinopathy or is used in medicine (claimed) . 
Dwg. 0/8 

ACCESSION NUMBER: 2005-333431 [34] WPIDS 

DOC. NO. CPI:. C2005-103669 

TITLE: New LIM2 inhibitor of LM02 , useful in preparing a 

medicament for the prophylaxis and/or treatment of a 
condition, e.g. tumor formation, tumor metastasis, 
inflammation, LM02 mediated T-cell leukemia or diabetic 
retinopathy. 

DERWENT CLASS: B04 D16 

INVENTOR (S) : APPERT, A; TERENCE, H R 

PATENT ASSIGNEE (S) : (MEDI -N) MEDICAL RES COUNCIL 
COUNTRY COUNT: 108 
PATENT INFORMATION: 
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APPLICATION DETAILS: 

PATENT NO KIND APPLICATION DATE 

WO 2005039613 Al WO 2004-GB4299 20041008 



PRIORITY APPLN. INFO: GB 2003-24265 20031016 

L2 ANSWER 8 OF 10 WPIDS COPYRIGHT 2006 THE THOMSON CORP on STN 

TI Identifying peptide aptamers capable of altering cell phenotype comprises 
screening cells with a nucleic acid library is useful for finding new 
peptides to treat associated disease such as cancer or osteoporosis. 

AN 2001-662979 [76] WPIDS 

AB WO 200175178 A UPAB : 20011227 

NOVELTY - Identifying, (Ml), a peptide aptamer capable 



of modifying a cell phenotype, comprising contacting cells with a library 
of nucleic acids encoding random peptide aptamers, selecting a cell with 
an altered phenotype and identifying the aptamer(s) expressed in the cell, 
is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
following: 

(1) a peptide aptamer or its derivative 
identified by Ml; 

(2) treating a disease or condition associated with an aberrant cell 
phenotype, comprising administering a peptide aptamer 
or its derivative identified by Ml; 

(3) a viral vector encoding a peptide aptamer 
suitable for treating a disease characterized by an aberrant cell 
phenotype . 

ACTIVITY - Cytostatic; osteopathic; circulatory. 
MECHANISM OF ACTION - Gene therapy. No details are given. 
USE - Identified aptamers are used to treat a disease or condition 
associated with an aberrant cell phenotype, especially altered of 
apoptosis, signal transduction, protein trafficking, cell adhesion, 
membrane transport, cell motility or differentiation. Particular diseases 
are cancer, osteoporosis or hematochromatosis . 
Dwg. 0/5 

2001-662979 [76] WPIDS 
C2001-194771 

Identifying peptide aptamers capable of altering cell 
phenotype comprises screening cells with a nucleic acid 
library is useful for finding new peptides to treat 
associated disease such as cancer or osteoporosis. 
DERWENT CLASS : B04 D16 

INVENTOR(S): BENSON, J D; BRASHER, B B; VINCENT, S M 

PATENT ASSIGNEE (S) : (ENAN-N) ENANTA PHARM INC 
COUNTRY COUNT: 95 
PATENT INFORMATION: 
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APPLICATION DETAILS: 



PATENT NO 



KIND 



APPLICATION 



DATE 



WO 2001075178 
AU 2001089284 
US 2003108532 



A2 
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Al Provisional 
Cont of 



WO 2001-US10953 
AU 2001-89284 
US 2000-194722P 
WO 2001-US10953 
US 2002-263577 
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FILING DETAILS: 
PATENT NO 



KIND 



PATENT NO 



AU 2001089284 A Based on WO 2001075178 

PRIORITY APPLN. INFO: US 2000-194722P 20000404; US 



2002-263577 20021003 



L2 ANSWER 9 OF 10 WPIDS COPYRIGHT 2006 THE THOMSON CORP on STN 

TI New peptides that bind hepatitis human papilloma virus E6 protein, useful 
for treatment and diagnosis of infection and associated diseases, also 
related nucleic acid and antibodies. 

AN 2000-515461 [47] WPIDS 

AB DE 19901008 A UPAB: 20000925 

NOVELTY - Peptides (I), and their variants with up to 40% modification of 
their sequences, are new. 

DETAILED DESCRIPTION - Peptides (I) have the formulae: 
NH2 -GALVHKLFSQTSGSCLVCI S -COOH NH2 - LDVLGCLVRRLGWLVGLH - COOH 
NH2 - CYVECGCEVLTALVNGVRVXi - COOH NH2 -GVGGLCSCASCVSEDFYASV-COOH 
NH2 - 1 DLLRRLSQLHLLLVSVGG - COOH NH2 - LAVLLNG YTRA I VG I S FGGW - COOH 
NH2 -LCTMCATVFRPLLVWFWSIW-COOH NH2 - QLLLDLLLGS YEGMSLTSS P - COOH 
NH2 - SRSNALHTLDVLLGGT- COOH NH2 -GGAVYLCDAGCCFYCCGCSG - COOH 
NH2 - CLELFDDLFLALSLLLLVGG - COOH NH2 - PLCRTCLI ESAVLI QLSRL- COOH 
NH2 - VF SGVY YAE F VFAASAGGT P - COOH NH2 -MAPVGAGRPCCTVCFLTARF - COOH 
NH2 -LSMLLFAAKLPVAVLCSWQA- COOH NH2 - LVGR VR I GVS VF I RGGRLL - COOH 
NH2 -LFDI FRLCAQPVLVHGHTRV- COOH . INDEPENDENT CLAIMS are also included for 
the following: 

(1) DNA (II) that encodes (I); 

(2) an expression vector that contains (II) ; 

(3) antibodies (Ab) directed against (I) / and 

(4) a composition comprising at least one of (I), vectors of (2) 
and/or Ab, plus usual auxiliaries. 

ACTIVITY - Antiviral; anticancer. 

MECHANISM OF ACTION - (I) bind to HPV E6 protein, so inhibit its 
anti-apoptotic activity, resulting in elimination of HPV-positive cells. 
Vector pCEP4 was modified to express peptide NH2 -GALVHKLFSQTSGSCLVCI S - COOH 
as a fusion with the herpes simplex virus-1 VP22 protein. The vector was 
used to transfect cervical carcinoma cells and the morphology and growth 
of the cells monitored. Analysis showed inhibition of both the 
anti-apoptotic activity of E6 and growth of the cells. 

USE - (I) , also vectors containing DNA that encodes (I) and/or 
antibodies directed against (I), are used to treat human papilloma virus 
(HPV) infections and associated diseases, especially dysplasia and 
carcinoma, specifically of the cervix uteri. Also (not claimed), (I) are 
used (i) to detect HBV core proteins for diagnosis of disease and (ii) to 
detect Ab. Ab are useful for monitoring treatment of the specified 
diseases . 

DESCRIPTION OF DRAWING (S) - Scheme showing peptide- 
aptamer screening in yeast. If E6 protein binds to randomized 
20-mer peptide, presented within thioredoxin, then the selection 
gene (ADE2) will be activated. 
Dwg.1/2 

ACCESSION NUMBER: 2000-515461 [47] WPIDS 

DOC. NO. CPI: C2000-153862 

TITLE: New peptides that bind hepatitis human papilloma virus E6 

protein, useful for treatment and diagnosis of infection 
and associated diseases, also related nucleic acid and 
antibodies . 

DERWENT CLASS: B04 D16 

INVENTOR(S): BUTZ, K; HOPPE-SEYLER, F 

PATENT ASSIGNEE (S) : (DEKR-N) DEUT KREBSFORSCHUNGSZENTRUM 

COUNTRY COUNT: 21 

PATENT INFORMATION: 

PATENT NO KIND DATE WEEK LA PG 

DE 19901008 Al 20000720 (200047)* 7 

WO 2000042064 Al 20000720 (200047) GE 

RW: AT BE CH CY DE DK ES FI FR GB GR IE IT LU MC NL PT SE 



W: JP US 

EP 1140987 Al 20011010 (200167) GE 

R: AT BE CH CY DE DK ES FI FR GB GR IE IT LI LU MC NL PT SE 
JP 2002535969 W 20021029 (200274) 24 
EP 1140987 Bl 20030514 (200333) GE 

R: AT BE CH CY DE DK ES FI FR GB GR IE IT LI LU MC NL PT SE 
DE 50002164 G 20030618 (200341) 

US 6610473 Bl 20030826 (200357) 
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TI New peptides that bind hepatitis B core protein, useful for treatment and 

diagnosis of hepatitis B infection and associated diseases. 
AN 2000-499838 [45] WPIDS 
AB DE 19901009 A UPAB: 20000918 

NOVELTY - Peptides (I) , and their variants with up to 40% modification of 
their sequences, are new. 

DETAILED DESCRIPTION - Peptides (I) have the formulae: 
NH2 - SFYS VLFLWGTCGGFSHSWY - COOH ; 

NH2 - LCETVRWPVCFCSLYVI CS - COOH ; 
NH2 - S CAPAWS PAPTWF VALYW - COOH / 
NH2 -QWGMDSLI RLYLWESLGLLS - COOH ; 
NH2 - I HPLSRGNFFPHVRLMGEWR - COOH ; 
NH2 -GQALCAGVSLFADWLI I ESTL- COOH ; 
NH2 - LKHFDPRWPLMSLMSSWACM - COOH ; 
NH2 -PPLRKAFCWRCFNWLSTKRL-COOH; and 

NH2 -LRKSMLKVGRDVCYVSLWVF-COOH . INDEPENDENT CLAIMS are also included 
for the following: 

(1) a DNA (II) that encodes (I); 

(2) an expression vector that contains (II); 

(3) antibodies (III) directed against (I); and 

(4) a composition comprising at least one of (I), (II) and/or (III). 
ACTIVITY - Antiviral; anticancer. 



MECHANISM OF ACTION - (I) bind to HBV core proteins, so inhibit viral 
replication. Vector pCEP4 was modified to express peptide CI 
NH2-SFYSVLFLWGTCGGFSHSWY-C00H (CI) as a fusion with the herpes simplex 
virus-1 VP22 protein, forming pCEP4-Cl-l. This was used to transfect HepG2 
hepatoma cells together with an expression plasmid encoding HBV, Cells and 
culture supernatant were analyzed for HBV particles and nucleic acids and 
the results indicated strong inhibition of particle/nucleic acid 
production. Control cells that did not express CI did not show any 
inhibition. 

USE - The peptides, DNA molecules and/or antibodies are used to treat 
hepatitis B virus (HBV) infections and associated diseases, especially 
chronic hepatitis and hepatocellular carcinoma. The peptides are used 

(i) to detect HBV core proteins for diagnosis of disease; and 

(ii) to detect Ab. Ab are useful for monitoring treatment of the 
specified diseases. 

DESCRIPTION OF DRAWING (S) - Scheme showing peptide- 
aptamer screening in yeast. If the core protein (C) binds to a 
randomized 20-mer peptide, presented within thioredoxin, then 
the selection gene (ADE2) will be activated. 
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L3 ANSWER 1 OF 1 WPIDS COPYRIGHT 2006 THE THOMSON CORP on STN 

TI Process for specifically modulating the properties of an intracellular 

target molecule used for the treatment of various disorders. 
AN 2002-418829 [45] WPIDS 
AB EP 1205191 A UPAB: 20020717 

NOVELTY - Process for specifically modulating the properties of an 

intracellular target molecule T, and/or of a cellular component C which 

interacts directly or indirectly in a cell with T. 

DETAILED DESCRIPTION - Process for specifically modulating the 

properties of an intracellular target molecule T, and/or of a cellular 

component C which interacts directly or indirectly in a cell with T, 

comprising: 

(a) introducing into a cell a chimeric molecule, a so-called targeted 
effector , compris ing : 

(i) a recognition moiety R having the capacity to specifically 
interact within the cell, with a site on an intracellular target molecule 
T, R interacting with T with a first affinity Al; and 

(ii) an effector moiety, E covalently linked to the recognition 
moiety R, E being a molecule or portion which has an initial capacity to 
exert an effect on at least one molecule M, and which when it is 
covalently linked to R, acquires the capacity to specifically exert on the 
intracellular target molecule, T. 

INDEPENDENT CLAIMS are also included for the following: 
(1) process for the production of a targeted effector having the 
capacity to specifically modulate the properties of an intracellular 
target molecule T, and/or a cellular component C which interacts directly 
or indirectly in a cell with T comprising: 

(1) production of a random pool of peptides, so called recognition 
moieties R; 

(ii) screening of the random pool produced in (i) against T in a 
cell, in conditions suitable to allow identification of recognition 
moieties R capable of interacting with T; 

(iii) optionally contacting the moieties selected in (ii) with 
proteins other than T to determine the specificity range of each of said 
moieties, and to identify moieties having a desired specificity range; 

(iv) covalent linkage of the recognition moieties R to an effector 
moiety E, E being a molecule which initially has the capacity to exert a 
predetermined effect on at least one intracellular component M . ; 

(v) verification of the affinity Al with which the recognition moiety 
R interacts with T, or of the affinity A2 with which the targeted 
effector, interacts with T; 

(vi) if both of Al and A2 correspond to Kd values greater than 1 x 
10-8M, alteration of the binding region of the effector moiety to adjust 
the binding affinity of the interaction between T and the selected moiety 
so that the Kd becomes less than 1 x 10-8M; 

(2) process for conferring on an effector moiety E the ability to 
specifically modulate the properties of an intracellular protein T, or an 
intracellular component which interacts directly or indirectly with T, 
comprising: 

(i) covalently linking the effector moiety E to a recognition moiety 
R where R comprises a molecule having the capacity to specifically 
interact within a cell with a site on an intracellular target molecule T, 
the interaction with T occurring with an affinity Al which corresponds to 
a Kd value of less than 1 x 10-8M and E being a molecule which has an 
initial capacity to exert the effect on the intracellular target molecule 
T; and 

(ii) optionally optimizing the affinity of the interaction between T 
and R by altering the chemical composition of the binding region of R to 
provide an affinity in the desired range; 



(3) chimeric molecule, so called targeted effector comprising: 

(i) a recognition moiety R having the capacity to specifically 
interact within a cell with a site on an intracellular target molecule T 
the interaction with T occurring with an affinity Al; and 

(ii) an effector moiety E, covalently linked to R, E being a molecule 
which has an initial capacity to exert an effect on at least one molecule 
M # and which when it is covalently linked to R, acquires the capacity to 
specifically exert the effect on the intracellular target molecule T; 

(4) nucleic acid encoding a chimeric protein operably linked to 
regulatory sequences for expression in a eukaryotic cell; 

(5) vector capable of stably introducing a nucleic acid into a 
prokaryotic or eukaryotic cell; 

(6) pharmaceutical composition comprising a chimeric molecule, or a 
nucleic acid in association with a pharmaceutically acceptable excipient; 
and 

(7) an intracellular recognition molecule 

R, composed of a conformational ly constrained recognition domain, 
displayed in a platform. 

ACTIVITY - Antimicrobial; Immunomodulatory; Nootropic; 
Neuroprotective; Metabolic; Neuroleptic; Cytostatic; Cardiant. 

MECHANISM OF ACTION - None given in the specification. 

USE - The chimeric protein or nucleic acid is used in the preparation 
of a medicament for the treatment of microbial infections, immunological 
disorders, neurological disorders, metabolic disorders, psychiatric 
disorders, myopathies, genetic disorders, cancer, cardiovascular disorders 
and dental disorders (claimed) . 
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L4 ANSWER 1 OF 1 BIOSIS COPYRIGHT (c) 2006 The Thomson Corporation on STN 
TI Targeted modification and transportation of cellular proteins. 
AB Peptide aptamers are proteins selected from combinatorial libraries that 
display conformationally constrained variable regions. 
Peptide aptamers can disrupt specific protein interactions and thus 
represent a useful method for manipulating protein function in vivo. 
Here, we describe aptamer derivatives that extend the range of functional 
manipulations. We isolated an aptamer with increased affinity for its 
Cdk2 target by mutagenizing an existing aptamer and identifying tighter 
binding mutants with calibrated two-hybrid reporter genes. We used this 
and other anti-Cdk2 aptamers as recognition domains in chimeric proteins 
that contained other functional moieties. Aptamers fused to the catalytic 
domain of a ubiquitin ligase specifically decorated LexA-Cdk2 with 
ubiquitin moieties in vivo. Aptamers against Cdk2 and another protein, 
Ste5, that carried a nuclear localization sequence transported their 
targets into the nucleus. These experiments indicate that fusion proteins 
containing aptameric recognition moieties will be useful for specific 
modification of protein function in vivo. 
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L5 ANSWER 1 OF 1 WPIDS COPYRIGHT 2 006 THE THOMSON CORP on STN 

TI Producing fusion molecule capable of use as detector molecule for binding 
predetermined target analyte by attaching reactive group to protein, 
bonding coupling reagent, catalyzing reaction between group and reagent. 

AN 2004-041346 [04] WPIDS 

AB US2003198973 A UPAB : 20040115 

NOVELTY - Producing a fusion molecule by attaching a reactive group to an 
end of a protein sub-unit, bonding a coupling reagent to an end of a 
nucleic acid, the coupling reagent of the modified nucleic acid capable of 
displacing the reactive group of the reactive intermediate and catalyzing 
a reaction between the reactive group and coupling reagent. 

DETAILED DESCRIPTION - Producing (Ml) a fusion molecule for use as a 
detector molecule for binding a predetermined target analyte, comprising 
attaching a reactive group to an end of a protein sub-unit, creating a 
reactive intermediate with the reactive group at an end, bonding a 
coupling reagent to an end of a nucleic acid, forming a modified nucleic 
acid, the coupling reagent of the modified nucleic acid being capable of 
displacing the reactive group of the reactive intermediate and catalyzing 
a reaction between the reactive group of the reactive intermediate and the 
coupling reagent of the modified nucleic acid, where in the reaction, the 
reactive group is displaced from the end of the reactive intermediate and 
a covalent bond is formed between the end of the 

reactive intermediate and the end of the modified nucleic acid. The method 
optionally (M2) involves attaching a reactive group to an end of a protein 
sub-unit, creating a reactive intermediate with the reactive group at its 
end, bonding a phosphoramidite-containing molecule to an end of a nucleic 
acid, forming a modified nucleic acid, the phosphoramidite-containing 
molecule of the modified nucleic acid being capable of displacing the 
reactive group of the reactive intermediate and catalyzing a reaction 
between the reactive group of the reactive intermediate and the 
phosphoramidite-containing molecule of the modified nucleic acid, where in 
the reaction, the reactive group is displaced from the end of the reactive 
intermediate and a covalent bond is formed between the 

end of the reactive intermediate and the end of the modified nucleic acid. 
The method optionally (M3) involves attaching a reactive group to an end 
of a protein sub-unit, creating a reactive intermediate with the reactive 
group at an end, attaching a coupling reagent to a nucleotide, forming a 
modified nucleotide, linking the modified nucleotide to an end of a 
nucleic acid, forming a modified nucleic acid, the coupling reagent of the 
modified nucleic acid being capable of displacing the reactive group of 
the reactive intermediate, and catalyzing a reaction between the reactive 
group of the reactive intermediate and the coupling reagent of the 
modified nucleic acid. The reactive group is displaced from the end of the 
reactive intermediate and a covalent bond is formed 

between an end of the reactive intermediate and the end of the modified 
nucleic acid. The method optionally (M4) involves attaching a reactive 
group to an end of a protein sub-unit, creating a reactive intermediate 
with the reactive group at an end, attaching a cysteine-like group to a 
nucleotide forming a modified nucleotide, linking an end of a nucleic acid 
to the modified nucleotide, forming a modified nucleic acid, the 
cysteine-like group of the modified nucleic acid being capable of 



displacing the reactive group of the reactive intermediate and catalyzing 
a reaction between the reactive group of the reactive intermediate and the 
cysteine-like group of the modified nucleic acid , where in the reaction, 
the reactive group is displaced from the end of the reactive intermediate 
and a covalent bond is formed between the end of the 

reactive intermediate and the end of the modified nucleic acid. The method 
optionally (M5) involves attaching reactive groups to ends of protein 
sub-units of a quantity of protein sub-units, creating a quantity of 
reactive intermediates with the reactive groups at ends, bonding coupling 
reagents to second nucleotides, forming second modified nucleotides, 
linking ends of a quantity of nucleic acids to the modified nucleotides, 
and linking second ends of the quantity of the nucleic acids to the second 
modified nucleotides, forming modified nucleic acids with first and 
seconds ends, severing the modified nucleic acids between the first and 
the second ends, thereby forming, from the first end from the modified 
nucleic acid modified nucleic acid fragments containing the first modified 
nucleotide and from the second end from the modified nucleic acid modified 
nucleic acid fragments containing the second modified nucleotide and 
catalyzing a first reaction between the first coupling reagent of the 
first modified nucleic acid fragments and reactive groups of the reactive 
intermediates of the quantity , wherein in the reaction, the reactive 
groups are displaced from the first ends of the reactive intermediates, 
and second covalent bonds are formed between the reactive intermediates 
and the second modified nucleotides of the second modified nucleic acid 
fragments . 

INDEPENDENT CLAIMS are included for the following: 

(1) a fusion molecule (I) capable of binding a predetermined target 
analyte comprising a protein sub-unit, a linker attached to an end of the 
protein sub-unit and a DNA molecule attached at an end to the linker by a 
covalent bond or comprising a protein sub unit a 

cysteine-like group attached to a first end of the protein sub-unit and a 
nucleic acid attached at an end to the cysteine-like group by a 
covalent bond; 

(2) product (II) of (Ml) ; 

(3) product (III) of (M5); and 

(4) a kit (IV) for use in recognizing or quantifying a target 
analyte, comprising a detector fusion molecule capable of binding to a 
target analyte, the detector fusion molecule which comprises a protein 
sub-unit, a linker attached to an end of the protein sub-unit and a DNA 
attached at an end to the linker by a covalent bond, a 

unit for amplifying the detector fusion molecule, producing an 
amplification product, and a unit for visualizing the amplification 
product . 

USE - (I) is useful for recognizing a target analyte in a sample. (I) 
is useful for quantifying target analyte in a sample. (M3) further 
comprises resolving the amplification product on a basis of size. (I) is 
useful for creating a nanostructure on a target analyte (all claimed) . 
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